Background
Introduction
Exposure to tobacco smoke and the resulting inhalation of secondhand smoke (SHS) is one of the most common and extensive types of exposure in the micro-environment (i.e., indoors). Tobacco smoke's role in negative health outcomes has been widely established in children, with links to sudden infant death syndrome (SIDS), acute respiratory infection, ear problems, intensified asthma and premature death [1] [2] [3] [4] [5] [6] . However, the association between exposure to secondhand tobacco smoke and mortality of children under the age of five has yet to be adequately established [7] , in part due to inadequate information on family, genetic, micro-and macro-environmental factors. These children, under the age of five, are vulnerable to indoor air pollution since most of their early years are spent indoors around their mothers or caretakers.
Globally, 40% of children are exposed to secondhand tobacco smoke, which is responsible for over 600,000 deaths per year, of which, close to a third of those deaths were children under the age of five and two-thirds were in Sub-Saharan Africa (SSA) and South Asia [8] . Moreover, exposure to indoor secondhand tobacco smoke is predominant in nations without public health regulations on 100% smoke-free environments, and these nations also account for over 90% of the global population [8] . In the year 2012, smokers numbered 1.1 billion globally, and 8 out of 10 smokers were smoking daily; though, SSA had the lowest prevalence of tobacco smoking worldwide, with the prevalence of smoking among men being just over 20% and that of women being less than 5% [9] . Global estimates indicate that 12% to 13% of children in SSA were regularly exposed to secondhand tobacco smoke [10] , and yet, one study found that over 25% of the subjects were exposed secondhand tobacco smoke at home in Africa [11] . These proportions are even expected to increase as tobacco companies shift their focus to countries that do not have or are not keen to implement 100% smoke free regulations.
Our study is therefore significant in this era of the Sustainable Development Goals (SDGs), which is characterized by a heightened need to reduce the under-five mortality rate to 25 deaths or below per 1,000 live births, and a similar need to strengthen the implementation of the World Health Organization's (WHO) Framework Convention on Tobacco Control (FCTC) in all countries [12, 13] . Also, our study not only adds to the body of knowledge on the health effects of secondhand tobacco smoke, but is the first in SSA. Hence, we aimed to determine the distribution of exposure to indoor secondhand tobacco smoke and the under-five mortality, and further explored the association between the frequency of exposure to indoor secondhand tobacco smoke and the risk of the under-five mortality in SSA. We also investigated the extent to which exposure to secondhand tobacco smoke had independent associations with under-five mortality risks in different residential areas (i.e., rural or urban).
Methods

Data and sample
We used the most recent cross-sectional data of 23 SSA countries collected between 2010 and 2014 by the Demographic Health Survey (DHS) for the under-five children (n = 787,484); and these countries included: Benin (n = 42,775), Bukina Faso (n = 53,312), Burundi (n = 23, 209) , Comoros (n = 9, 870) , Congo (n = 28, 379) , Côte d'Ivoire (n = 25,312), DRC (n = 56,391), Ethiopia (n = 42,849), Gabon (n = 17, 882) , Gambia (n = 23, 980) , Guinea (n = 25, 873) , Kenya (n = 36, 947) , Liberia (n = 27, 263) , Mali (n = 28, 125) , Mozambique (n = 34, 766) , Nigeria (n = 114, 134) , Namibia (n = 9,259), Rwanda (n = 30, 597) , Sierra Leone (n = 43,471), Togo (n = 25,084), Uganda (n = 27,748), Zambia (n = 43, 064) , and Zimbabwe (n = 17, 194) . These countries were considered because of the availability of the most recent data on indoor secondhand tobacco smoking. The DHS is a national household representative interview-based survey collected periodically in collaboration with the health ministries of these countries. The interview targets information about women of reproductive age (aged 15-49 years) and their children as well as men (aged 15-54 years). The survey targeted households and used a stratified sampling technique based on a two-stage cluster sampling design. More details on the data (e.g., sampling criteria and data processing) can be found in the final report of each specific country on the DHS program's website [14] .
Ethics statement
The DHS program, in collaboration with the ministries of health of each country, collects data periodically for general national planning purposes. As described elsewhere [15] , high ethical standards are upheld in collecting, analyzing and disseminating the DHS data. A written informed consent was also obtained from the parents of the under-five children before data collection. The survey datasets used in this study were anonymized with regard to participants' identities. After authorization to use the dataset was obtained from the DHS, additional ethical approval to perform this particular study was obtained from the Institutional Review Board (IRB) of National Yang-Ming University.
Measures
Outcome variables. We used the all-cause mortality of children between 0-59 months to define the under-five mortality (dichotomized as a binary variable) with the time-to-event being age in months. The question on mortality sought to know whether all the children born to the woman were alive or dead at the time of the interview. If a child was dead, a follow-up question was on the age of the child at death. In 2015, the estimated under-five mortality rate (deaths per 1,000 live births) of all the SSA countries in our study were higher than the global target (i.e. below 25 deaths per 1,000 live births) as follows: Benin (100), Bukina Faso (89), Burundi (82) , Comoros (74) , Congo (45) , Côte d'Ivoire (93), DRC (98), Ethiopia (59), Gabon (51), Gambia (69) , Guinea (94) , Kenya (49) , Liberia (70) , Mali (115) , Mozambique (79) , Nigeria (109), Namibia (45), Rwanda (42) , Sierra Leone (120), Togo (78) , Uganda (55) , Zambia (64) , and Zimbabwe (71) [16] . However, we used the mortality information in the DHS dataset.
Exposure to secondhand tobacco smoke. The main independent variable was frequency of exposure to secondhand tobacco smoke in the household. The question used to obtain data for the independent variable was based on the frequency of any household member smoking inside the house which had five responses: never, daily, weekly, monthly and less than monthly. In our analysis, we combined "monthly" and "less than monthly" into one group because of the small sample size representing these categories in some countries, and hence we had four categories.
Other variables. Several child, parental, household and country variables were included in our study such as residence, child's sex, breastfeeding status, number of under five children, mother's age, education and occupation, father's occupation, number of household members, wealth index and cooking fuel. The family's socioeconomic status was defined by parental occupations, educations and household wealth index (a categorical variable taking one of the following values: poorest, poor, middle-class, rich, and richest). The principal component analysis (PCA) was used to construct the household wealth index from the calculated wealth scores of household assets, such as valuable goods and facilities in the household [14] . The mother's education had four categories: no education, primary, secondary, and higher; while, maternal and paternal occupations fell into five categories: unemployed, professional/officerelated, sales, farming and other services. The other variables such as mother's age and the number of household members were however continuous variables. Child characteristic variables included the sex of the child, breastfeeding status and the number of children under the age of five in the household. Our analyses also included the administrative regions of each country (i.e., provinces) and the type of residence (i.e., urban or rural). Furthermore, the type of cooking fuel used in household was included and categorized as a clean fuel (electricity, liquid petroleum gas, natural gas, and biogas) or a pollutant fuel (kerosene, coal/lignite, charcoal, wood, straw/shrubs/grass, agricultural crop waste and dung cakes). Some of these variables have been used by authors in the study of secondhand tobacco smoke and SIDS [5] .
Statistical analysis
The proportion of children under five who were exposed to secondhand tobacco smoke and who died in each country was mapped to create a distribution in SSA. Under-five mortality and frequency of exposure to secondhand tobacco smoke were analyzed in a χ 2 test for categorical variables and through general linear regression for continuous variables. We used Cox proportional hazards models that employ a maximum likelihood test to analyze the association between exposure to secondhand tobacco smoke and the under-five mortality, with the timeto-event variable being the age in months till the month of death. The hazard ratio (HR) for each country was produced separately after we had adjusted for other variables. To adjust for sampling design, we weighted all the analyses using complex survey method that employs Taylor series linearization by incorporating the sampling weights, country, sampling strata (cluster) and primary sampling unit. We plotted smoothed hazard estimates to explore the change in risk of under-five mortality in SSA over the 59-month period, and to determine whether place of residence had an influence. The frequency exposure to secondhand tobacco smoke was analyzed to somewhat determine the dose-response relationship before using a binary variable (i.e., exposed vs. nonexposed) in our final analysis that investigated the overall effect of secondhand tobacco smoke on the under-five mortality in SSA by employing a random effect model. In this model, we calculated the pooled HR and its 95% confidence interval (CI) for the 23 countries with a metaanalysis technique. The estimated effect was anticipated to be heterogeneous because of the differences in the populace across and within countries in SSA, and an established approach (I 2 ) was used to assess heterogeneity between countries' estimates [17] . The I 2 considers the additive elements resulting from the variation (heterogeneity) within the country and between the countries. We also used a funnel plot to assess bias between countries. All the Cox analyses were carried out in Stata 13.1 [18] , while for mapping we used Google Earth Pro and Epi Info 7.2 [19, 20] . The meta-analysis was performed using Review Manager 5.3 [21] .
Results
Geographical distribution of secondhand smoking and under-five mortality Fig 1 shows the distribution for the proportion of secondhand tobacco smoking and underfive mortality in the 23 SSA countries. In general, some of the countries that had high proportions of secondhand smokers were also high in the under-five deaths (Sierra Leone, Guinea, Bukina Faso, DRC, Burundi, and Mozambique), while other countries were low in either the proportion of secondhand smokers (Nigeria, Ethiopia, Benin, Liberia and Togo) or in the proportion of the under-five mortality (Comoros, Namibia, Gabon, Zimbabwe, and Gambia) . Only Kenya was low for both indicators.
Demographic and socioeconomic profile Table 1 lists the 787,484 children by mortality. A total of 98,751 under-five children died, and all the characteristics were statistically significant at p < 0.001. At first evaluation, compared with the children under five who were alive, the majority of those who died in the 23 countries were living in rural areas, were male, had stopped breastfeeding, were of uneducated mothers and had fathers working in farm-related jobs. Sierra Leone (19.6%) had the highest number of under-five deaths while Comoros (5.1%) had the lowest. Country, as a factor, was significant at p < 0.001. Table 2 lists the children by secondhand smoking status. From it, we find that the majority of the children under five who were passively smoking daily were dwelling in rural areas, had uneducated mothers and had fathers who were farmers. Sierra Leone (43.4%) also had the highest proportion of under-five children who were daily exposed to indoor tobacco smoke while Nigeria (5.8%) had the lowest proportion. All the characteristics were statistically significant at p < 0.001, except for sex (p = 0.847).
Secondhand tobacco smoke and risk of under-five mortality by country
In the unadjusted models that considered secondhand smoking in country-specific analyses, daily exposure to secondhand tobacco smoke was associated with a higher risk of under-five mortality in fifteen countries (Table 3 ). However, after adjusting for all the variables, we found the association attenuated in eight countries (Bukina Faso, Benin, Congo, Gabon, Guinea, Liberia, Togo, and Zambia) , while the associations of daily exposure to secondhand tobacco smoke and risk of under-five death in Kenya (HR = 1.40; 95% CI, 1.16-1.70) and Namibia (HR = 1.40; 1.07-1.83) became statistically significant and with the highest HRs. Moreover, after dichotomizing secondhand smoking status, we found that countries that had significant smoking-mortality associations (i.e. daily exposure) were still significant.
Risk of under-five mortality by residence
Our smoothed hazard estimates indicated a pooled exposure-response relationship (Fig 2) . Positive associations were observed in 20 countries, of which, nine were statistically significant (Table 3) . Fig 2 indicates an urban/rural difference in the risk of the under-five mortality by exposure to secondhand tobacco smoke during early months of life, but after about 36 months the difference attenuated. However, the risk of death due to secondhand tobacco smoke increased with age in both urban and rural residences. Children under five in rural households were positively associated with the risk of under-five mortality from exposure to secondhand Secondhand smoke and risk of under-five mortality in sub-Saharan Africa 
Secondhand smoke and risk of under-five mortality in sub-Saharan Africa tobacco smoke, and had an HR of 1.08 (95% CI: 1.04-1.13) when compared to their peers in urban areas. Children under five with daily exposure to secondhand tobacco smoke in both urban and rural residences had a 10% higher risk of death than those who were not exposed.
Overall effect of secondhand tobacco smoke on under-five mortality in SSA
The funnel plot for the exposure to indoor secondhand tobacco smoke and risk of under-five mortality indicates no evidence of bias (Fig 3) . The funnel plot which represents a scatter plot of the estimated effect of individual countries showed that most countries appeared in the area of higher significance (HR > 1). Nevertheless, exposure to secondhand tobacco smoke was significantly and positively associated with the risk of under-five mortality in SSA, with an HR of 1.09 (95% CI, 1.06-1.13; Fig 4) at p < 0.001. The analysis showed a moderate level of heterogeneity (I2 = 44%, p = 0.01). 
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Discussion
Secondhand tobacco smoke has been shown to cause several health outcomes, including premature death in children and adults who do not smoke [1, 2] . In this study, we determined the distributions of indoor secondhand smokers and the under-five mortalities in SSA, further exploring the association between the frequency of exposure to secondhand smoke and the risk of the under-five mortality. We then investigated the residential effect to find that children in rural areas (versus urban areas) were at an increased risk of death by secondhand tobacco smoke. We found that some of the countries that had high proportions of smokers also had the high proportions of under-five mortality. Moreover, we found that the children who were exposed to secondhand tobacco smoke at a daily rate were at an increased risk of death.
To the best of our knowledge, our study is the first to show that indoor secondhand tobacco smoke exposure is associated with a higher risk for under-five mortality in SSA. Household members who smoke increased the risk of under-five mortality in some countries (Burundi, Côte d'Ivoire, Ethiopia, Kenya, Mozambique, Namibia, Rwanda, Sierra Leone, and Uganda) . These results held after controlling for all the other variables. The variables included household wealth status, type of residence, administrative provinces, mother's age, parental education levels, child's sex, breastfeeding status, number of the children under five, household members and parental occupations. All these variables were found to be individually associated with both the exposure and the under-five mortality. These results support the findings of an Secondhand smoke and risk of under-five mortality in sub-Saharan Africa
Indonesian study that showed paternal smoking and risk of infant as well as under-five mortality to be significantly associated [7] . Our study also found that the risk of under-five mortality as a result of indoor secondhand tobacco smoke was higher in rural areas even though its effect increased with age in both urban and rural residence. Typically, it is expected that exposure to secondhand tobacco smoke at a much younger age would more significantly impact their health than older children. Although, the younger ones might as well have limited exposure, their physical body is not strong enough as the older ones. At the same time, the period of exposure to household secondhand tobacco smoke also increases with an increase in age, and possibly leading to an increase in the likelihood of its fatal effect on the children. The majority of these children who were exposed to secondhand tobacco smoke were however in rural areas. This might explain part of the difference, in the risk of under-five mortality, between urban and rural residence; children under five living in rural settings have a significantly greater risk of death than do their urban peers. This study also supported another finding: the population-attributable risk of under-five mortality as a result of smoking is higher in rural areas than in urban areas [7] .
Majority of children under five die prematurely as a result of pneumonia caused by household air pollution, of which one source is household cigarette smoke [22] . In this light, the Secondhand smoke and risk of under-five mortality in sub-Saharan Africa trend of tobacco firms progressively moving their markets from high-to low-income countries is a potentially hazardous one; the populations of low-income countries are typically not conversant with the hazardous effects of tobacco, and these countries' governments often lack robust tobacco control measures. The result is often a high number of tobacco users with limited knowledge on hazardous effect of smoking and secondhand tobacco smoke exposure [23] , leading to increasingly negative health effects at the hands of secondhand tobacco smoke [24, 25] . Tobacco companies' activities that may exacerbate threat to public health-driven policy on tobacco controls should also be discouraged-activities such as, targeting teenagers through offering free cigarettes to increase the prevalence of smoking [24, 26] . Strengthening tobacco control measures in low-and middle-income countries (LMIC) would therefore reduce the negative health effects as a result of secondhand tobacco smoke.
Our study indicated that the dose-response relationship of the risk of death from exposure to indoor tobacco smoke increased with an increase in the duration of exposure, in this casemonths. Future studies needs to explore this relationship to determine the no-threshold limit of exposure to indoor tobacco smoke. Via our meta-analysis, we found that exposure to indoor secondhand tobacco smoke had a significant positive effect on the risk of under-five mortality in SSA. This finding reaffirms that secondhand tobacco smoke has a negative effect on the health and survival of children. The continued use of cigarettes in the micro-environment (e.g., households) can hinder the effective growth and development of children, obstructing them from seeing their full potential in life. However, the risk of death, as a result of secondhand tobacco smoke, decreased in three countries (Bukina Faso, Nigeria, and Zimbabwe)-though, the HRs were not statistically significant. Nevertheless, exposure to secondhand tobacco smoke increased the risk of death, overall, even with the variation within and between SSA countries.
Our study is significant to policymakers, especially in LMIC where tobacco control as a child health issue is might be relatively neglected. With accruing research evidence that smoking is associated with increased risk of negative health outcomes in children, policymakers in LMIC should integrate tobacco control measures with other child health promotion policies, especially in SSA. The evidence in this study also suggests that other stakeholders, including the departments of health, should create smoke-free environments, implement or revise laws and regulations that would discourage smoking in smoke-free zones, control media transmission of tobaccos adverts and to strengthen the FCTC, and actively promote behavioral changes in non-jurisdictional areas, promote smoking cessation programs through educational campaigns and media ads on health effects of tobacco smoke. Naturally, our study is not without a few limitations and strengths. First, the data used in this study pulled from a retrospective cross-sectional survey remains the main limitation, for example-there is an assumption that children's exposure to tobacco smoke was even over time using an extrapolated cross-sectional data. Moreover, mortality data were obtained retrospectively at time of the interview while the household characteristics were extrapolated for the deceased child. Therefore, we could not ascertain the true measure of causality and hence our findings should be interpreted with more caution. Future studies should consider a prospective study to determine the true causal effect of exposure to secondhand tobacco smoke. A second limitation was in the indicators we used for secondhand tobacco smoke which would not enable us to adequately determine the true exposure amount nor a true dose-response relationship. The number of cigarettes smoked and time would also help to explain our finding. Moreover, the explanation for these associations can also be as a result of the contribution of other biological factors (e.g., low birth weight and prematurity), other micro-environment health hazards (e.g., number of household members who smoke and the number of cigarettes smoked) and ambient air pollution. Third, our results might have been influenced by recall bias. Finally, a historical comprehensive health evaluation of the mothers and their children and were not available at the time of data collection. Health history may also explain the result of our finding; of which other health-related factors might have contributed to the death of children.
A major strength of our study included the large representative sample of the SSA populace which increases the generalizability of our findings to SSA. Unlike a previous study [7] , we used a multi-country data to explain the association between frequency of exposure to secondhand tobacco smoke and the under-five deaths after adjusting for several variables. Secondly, the analytical technique used in our study contributed to the internal reliability of our findings. We also used meta-analysis to explain the association between secondhand tobacco smoke and the under-five mortality. Finally, use of the most recent data minimized potential bias associated with time-effect.
Conclusion
Our study explored whether indoor secondhand tobacco smoke was associated with the risk of death in children under five. The results indicate that secondhand tobacco smoke increases the risk of under-five mortality in SSA. Furthermore, the effect of secondhand tobacco smoke on under-five deaths was higher in children living in rural areas. More research and public health promotion to educate citizens on the health risk of secondhand tobacco smoke is therefore needed.
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